Amendment and Response 
U.S. Serial No.: 09/922,251 
Page5 of 15 

Amendments to the Claims: 

Applicants submit that claims 1-46 and 106-1 12 have been cancelled previously. Prior to 
further substantive examination, please cancel pending claims 47-75 , 77 and 78 without 
prejudice to their subsequent reintroduction into this application or their introduction into another 
application. Claims 76, 79, 101 and 102 have been amended. The following list of claims 
replaces all prior versions and lists of claims in the application: 

Listing of Claims: 

47-75 (Cancelled) 

76. (Currently Amended) A method of identifying a candidate molecule, the method 
comprising the steps of: 

(a) providing a molecular model of a ribofunctional locus of a large subunit of a 
ribosome, wherein the molecular model is based on atoms derived from an 
electron density map having a resolution of at least about 4.5 A; and 

(b) using the model to identify a candidate molecule capable of having a surfac e 
complem e ntary binding specificity for te the ribofunctional locus ; and 

(c) producing the candidate molecule identified in step (b) . 

77. (Cancelled) 

78. (Cancelled) 

79. (Currently Amended) The method of claim 76 efH^, comprising the additional step of 
determining whether the candidate molecule modulates ribosomal activity. 

80. (Currently Amended) The method of claim 79, comprising the additional step of 
repeating step (b) to identify identifying a modified molecule. 

8 1 . (Original) The method of claim 80, comprising the additional step of producing the 
modified molecule. 
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82. (Original) The method of claim 81, comprising the additional step of determining 
whether the modified molecule modulates ribosomal activity. 

83. (Original) The method of claim 82, comprising the additional step of producing the 
modified molecule. 

84. (Currently Amended) The method of claim 76, wherein the candidate molecule is an 
antibiotic or an antibiotic analogue . 

85. (Currently Amended) The method of claim 80, wherein the modified molecule is an 
antibiotic or an antibiotic analogu e. 

86. (Currently Amended) The method of claim 84, wherein the antibiotic or antibiotic 
analogu e is a macrolide. 

87. (Original) The method of claim 76, wherein the ribofunctional locus comprises at least a 
portion of an active site. 

88. (Original) The method of claim 87, wherein the active site comprises at least a portion of 
a peptidyl transferase site. 

89. (Original) The method of claim 87, wherein the peptidyl transferase site is defined by a 
plurality of residues set forth in Table 5. 

90. (Original) The method of claim 76, wherein the ribofunctional locus comprises at least a 
portion of an A-site. 

9 1 . (Original) The method of claim 90, wherein the A-site is defined by a plurality of 
residues set forth in Table 6. 

92. (Original) The method of claim 76 or 90, wherein the ribofunctional locus comprises a 
least a portion of a P-site. 

93. (Original) The method of claim 92, wherein the P-site is defined by a plurality of 
residues set forth in Table 7. 

94. (Original) The method of claim 76 or 90, wherein the ribofunctional locus comprises at 
least a portion of a polypeptide exit tunnel. 
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95. (Original) The method of claim 94, wherein the exit tunnel is defined by a plurality of 
residues set forth in Table 8, Table 9 or Table 10. 

96. (Original) The method of claim 92, wherein the ribofunctional locus comprises at least a 
portion of a polypeptide exit tunnel. 

97. (Original) The method of claim 96, wherein the exit tunnel is defined by a plurality of 
residues set forth in Table 8, Table 9 or Table 10. 

98. (Original) The method of claim 76, wherein the ribofunctional locus is defined by a 
plurality of residues set forth in Table 1 1, Table 12, Table 13, Table 14, Table 15, Table 
16 or Table 17. 

99. (Original) The method of claim 76, wherein the molecular model is in an electronic 
form. 

100. (Original) The method of claim 76, wherein the molecular model is generated from 
atomic co-ordinates produced by molecular modeling. 

101. (Currently Amended) The method of claim 76 or 100, wherein the molecular model is 
generated from atomic co-ordinates produced by homology modeling using at least a 
portion of the atomic co-ordinates d e posit e d at th e Prot e in Data Bank und e r acc e ssion 
number PDB ID: 1FFK, 1FFZ, 1FG0, or 1JJ2 recorded on Disk No. 1 of 3 under file 
name lffk.doc, lffz.doc, or Ifg0.doc or on Disk No. 2 of 3 under file name lii2.rtf . 

102. (Currently Amended) The method of claim 76 or 100, wherein the molecular model is 
generated from atomic co-ordinates produced by molecular replacement using at least a 
portion of the atomic co-ordinates d e posit e d at th e Prot e in Data Bank und e r acc e ssion 
number PDB ID: 1FFK, 1FFZ, 1FG0, or 1JJ2 recorded on Disk No. 1 of 3 under file 
name lffk.doc, lffz.doc, or Ifg0.doc or on Disk No. 2 of 3 under file name lii2.rtf . 

103. (Original) The method of claim 76, wherein the molecular model comprises residues that 
are conserved among prokaryotic organisms. 

104. (Original) The method of claim 76, wherein the molecular model comprises a residue 
that is present in a prokaryotic ribosome but is absent from a eukaryotic ribosome. 
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105. (Original) The method of claim 104, wherein the eukaryotic ribosome is a mammalian 
ribosome. 
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Amendments to the Drawings: 

The enclosed sheets of drawings (2 sheets x 3 sets of drawings) include proposed changes 
to Figures 4e - 41. Figures 4e - 41 have been amended to delete certain views. In accordance with 
37 C.F.R. 1.121(d), Applicants enclose a marked-up copy of the figures entitled "Annotated 
Marked-up Drawings" with the proposed changes shown in red. Applicants submit that the 
enclosed formal drawings incorporate these changes, and that the same drawings were previously 
accepted in co-pending application U.S. Serial No. 09/635,708. 



